Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of Claims: 

Claim 1. (Canceled) 

Claim 2. (Canceled) 

Claim 3. (Withdrawn) A pharmaceutical composition for use in the treatment of chronic heart 
failure, congestive heart failure, arrhythmia or tachyarrhythmia, unstable angina, acute 
myocardial infarction or complications from cardiac surgery or for improving heart energy 
efficiency or cardiac output, comprising: 

a SIP receptor agonist together with one or more pharmaceutically acceptable diluents or 
carriers therefore. 

Claim 4. (Currently Amended) A method for treating chronic heart failure, congestive heart 
failure, arrhythmia or tachyarrhythmia, unstable angina, acute myocardial infarction or 
complications from cardiac surgery or for improving heart energy efficiency or cardiac output in 
a subject in need thereof, comprising: 

administering to said subject a therapeutically effective amount of a SIP receptor agonist. 

ClaimS. (Withdrawn) A pharmaceutical combination, comprising: 

a) a first agent which is a SIP receptor agonist, and 

b) a co-agent selected from an angiotension converting enzyme inhibitor, an angiotensin 
II receptor antagonist, a synthetic form of B-type natriuretic peptide (BNP) or other human B- 
type natriuretic peptide, a B-blocker, a B-adrenergic receptor agonist, an a-2 receptor agonist, a 
calcium antagonist and a diuretic. 

Claim 6. (Currently Amended) A The method according to claim 4 A comprising; 

co-administration concomitantly or in sequence, of a therapeutically effective amount of a 

SIP receptor agonist and a co-agent selected from an angiotension converting enzyme inhibitor, 

an angiotension II receptor antagonist, a synthetic form of B-type natriuretic peptide (BNP) or 

other human B-type natriuretic peptide, a B-blocker, a B-adrenergic receptor agonist, an a-2 

receptor agonist, a calcium antagonist and a diuretic. 

-2- 



Claim 7. (Withdrawn) The composition of claim 3, wherein the SIP receptor agonist is selected 
from a compound of formula I 



CH 2 OR 3 



R 4 R 5 N- 



-CH 2 OR 2 



wherein Rj is a straight- or branched (Ci 2 -22)carbon chain 

- which may have in the chain a bond or a hetero atom selected from a double bond, a triple 
bond, 0, S, NR$, wherein R 6 is H, alkyl, aralkyl, acyl or alkoxycarbonyl, and carbonyl, 
and/or 

- which may have as a substituent alkoxy, alkenyloxy, alkynyloxy, aralkyloxy, acyl, 
alkylamino, alkylthio, acylamino, alkoxycarbonyl, alkoxycarbonylamino, acyloxy, 
alkylcarbamoyl, nitro, halogen, amino, hydroxyimino, hydroxy or carboxy; or 

Ri is 

- a phenylalkyl wherein alkyl is a straight- or branched (C6-2o)carbon chain or 

- a phenylalkyl wherein alkyl is a straight- or branched (Ci-3o)carbon chain wherein said 
phenylalkyl is substituted by 

- a straight- or branched (C6-2o)carbon chain optionally substituted by halogen, 

- a straight- or branched (C6- 2 o)alkoxy chain optionally substituted by halogen, 

- a straight- or branched (C6-2o)alkeriyloxy, 

- phenylalkoxy, halophenylalkoxy, phcnylalkoxyalkyl, phenoxyalkoxy or phenoxyalkyl, 

- cycloalkylalkyl substituted by C^oalkyl, 

- heteroarylalkyl substituted by C 6 -2oalkyl, 

- heterocyclic C^oalkyl or 

- heterocyclic alkyl substituted by C6-2oalkyl, 
and wherein 

the alkyl moiety may have 

- in the carbon chain, a bond or a heteroatom selected from a double bond, a triple bond, O, S, 
sulfinyl, sulfonyl, or NR$, wherein R$ is a defined above, and 

- as a substituent alkoxy, alkenyloxy, alkynyloxy, aralkyloxy, acyl, alkylamino, alkylthio, 
acylamino, alkoxycarbonyl, alkoxycarbonylamino, acyloxy, alkylcarbamoyl, nitro, halogen, 
amino, hydroxy or carboxy, and 

each of R2, R3, R4 and R5, independently, is H, Ci^alkyl or acyl; 
a compound of formula II 
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CH 2 OR' 3 



R' 4 R' 5 N- 



-C-(CH 



CH 2 OR* 2 




2'2 



0 

-C— (CH 2 )- 




wherein m is 1 to 9 and each of R'2, R'3, R'4 and R'5, independently, is H, alkyl or acyl, a 
compound of formula III 



NR"R% 

I 1 2 
w-c— z 




(CH 2 ) m .OR'^ 



111 



wherein W is H; Ci^alkyl, C^alkenyi or C 2 ^alkynyl; unsubstituted or by OH substituted phenyl; 
R n 4 0(CH 2 )n; or C^alkyi substituted by 1 to 3 substituents selected from the group consisting of 
halogen, C3-8cycloalkyl, phenyl and phenyl substituted by OH; 

X is H or unsubstituted or substituted straight chain alkyl having a number p of carbon atoms or 
unsubstituted or substituted straight chain alkoxy having a number (p-1) of carbon atoms, e.g. 
substituted by 1 to 3 substituents selected from the group consisting of C^alkyl, OH, Ci^alkoxy, 
acyloxy, amino, Q^alkylamino, acylamino, oxo, haloC.^alkyl, halogen, unsubstituted phenyl 
and phenyl substituted by 1 to 3 substituents selected from the group consisting of Ci^alkyl, OH, 
C|.6alkoxy, acyl, acyloxy, amino, Ci^alkylamino, acylamino, haloCi_ 6 alkyl and halogen; Y is H, 
Ci^alkyl, OH, Ci^alkoxy, acyl, acyloxy, amino, Ci^alkylamino, acylamino, haloCi^alkyl or 
halogen, Z 2 is a single bond or a straight chain alkylene having a number or carbon atoms of q, 
each of p and q, independently, is an integer of 1 to 20, with the proviso of 6<p+q<23, m' is 1, 2 
or 3, n is 2 or 3, 

each of R"i, R" 2 , R" 3 and R%, independently, is H, C M alkyl or acyl; 
a compound of formula IVa or IVb 



CHjRjg 



(R^N-C-CHj-X,- 
CH, 



i is 



-P=0 
I 

R, 




'16 



or 



(R 2a ) 2 N-C-CH 2 -X a - 
CH, 



-P=0 
I 

R, 



x 1b 



(CH 2 ) 7 CH 3 



IVa 




IVb 
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wherein X a is 0, S, NRj s or a group -(Cflb)™-, which group is unsubstituted or substituted by 1 to 
4 halogen; n a is 1 or 2, R ls is H or (C M )aIkyl, which alkyl is unsubstituted or substituted by 
halogen; Ru is H, OH, (Cujalkyl or 0(CM)alkyl wherein alkyl is unsubstituted or substituted by 
1 to 3 halogen; Ri b is H, OH or (C^) alkyl, wherein alkyl is unsubstituted or substituted by 
halogen; each R2a is independently selected from H or (Cujalkyl, which alkyl is unsubstituted or 
substituted by halogen; R3 3 is H, OH, halogen or 0(Ci-4)aIkyl wherein alkyl is unsubstituted or 
substituted by halogen; and R 3 b is H, OH, halogen, (C M )aIkyl wherein alkyl is unsubstituted or 
substituted by hydroxy, or 0(Ci-4)alkyl wherein alkyl is unsubstituted or substituted by halogen; 
Y a is -CH 2 -, -C(0)-, -CH(OH)-, -C(=NOH)-, O or S, and R4a is (CMalkyl or (C 4 ,i4)alkenyl; and 



a compound of formula V 

R4c R 3c N - 



-(CH 2 )m c -X c R 2c V 



wherein 

m c is 1,2 or 3; 

X c is O or a direct bond; 

Ric is H; Cl-6alkyl optionally substituted by OH, acyl, halogen, C3-10cycloalkyl, phenyl or 
hydroxy-phenylene; C2-6alkenyl; C2-6alkynyl; or phenyl optionally substituted by OH; 
R2c is 

wherein R 5c is H or Cwalkyl optionally substituted by 1, 2 or 3 halogen atoms, and R*c is 

H or CMalkyl optionally substituted by halogen; 
each of R 3c and R4 C , independently, is H, Chalky! optionally substituted by halogen, or acyl, 
and 

Rc is Ci3-2oalkyl which may optionally have in the chain an oxygen atom and which may 
optionally be substituted by nitro, halogen, amino, hydroxy or carboxy; or a residue of 
formula (a) 



-(CH 2 ) : 



2/2-4 




(a) 



wherein R 7c is H, C M alkyl or C M alkoxy, and R 8c is substituted d^oalkanoyl, phenylCu 
ualkyl wherein the C M4 alkyl is optionally substituted by halogen or OH, cycloalkylCi. 
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i 4 alkoxy or phenylC|.i 4 alkoxy wherein the cycloalkyl or phenyl ring is optionally 

substituted by halogen, C w alkyl and/or C^alkoxy, phenylCui 4 alkoxy-C|.i 4 alkyI, 

phenoxyCi-nalkoxy or phenoxyCi-| 4 alkyl, 
Rc being also a reside of formula (a) wherein R* c is C M4 aIkoxy when R !c is Chalky!, C2- 

ealkenyl or C2-6aIkynyl, 
or a compound of formula VI 



wherein 

n x is 2, 3 or 4 

Rix is H; Ci^alkyl optionally substituted by OH, acyl, halogen, cycloalkyl, phenyl or 

hydroxy-phenylene; C2^alkenyl; C2^alkynyl; or phenyl optionally substituted by OH; 
R 2x is H, Ci^alkyl or acyl 

each of R3X and R4 X , independently, is H, Chalky! optionally substituted by halogen or acyl, 

Rs x is H, C^alkyl or C M alkoxy, and 

is Ci.2oalkanoyl substituted by cycloalkyl; cyloalkyIC M4 alkoxy wherein the cycloalkyl 
ring is optionally substituted by halogen, Chalky! and/or Ci^alkoxy; phenylC M4 alkoxy 
wherein the phenyl ring is optionally substituted by halogen, Chalky! and/or Ci^alkoxy, 

R^x being also C 4 .i 4 alkoxy when R| X is C 2 ^alkyl substituted by OH, p e htyloxy pentvloxv or 
hexyloxy when Rj x is Gi^akyl, 

provided that R6 X is other than phenyl-butylenoxy when either R 5x is H or R| X is methyl, or a 

pharmaceutical^ acceptable salt thereof. 

Claim 8. (Withdrawn) The method of claim 4, wherein the S I P receptor agonist is selected from 
a compound of formula I 



wherein Ri is a straight- or branched (Cj 2 -22)carbon chain 

- which may have in the chain a bond or a hetero atom selected from a double bond, a triple 
bond, O, S, NR*, wherein R$ is H, alky I, aralkyl, acyl or alkoxycarbonyl, and carbonyl, 
and/or 




CH 2 OR 3 



CH 2 OR 2 



R 
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- which may have as a substituent alkoxy, alkenyloxy, alkynylpxy, aralkyloxy, acyl, 
alkylamino, alkyithio, acylamino, alkoxycarbonyl, alkoxycarbonylamino, acyloxy, 
alkylcarbamoyl, nitro, halogen, amino, hydroxyimino, hydroxy or carboxy; or 



- a phenylalkyl wherein alkyl is a straight- or branched (C 6 -2o)carbon chain or 

- a phenylalkyl wherein alkyl is a straight- or branched (Ci^carbon chain wherein said 
phenylalkyl is substituted by 

- a straight- or branched (C 6 -2o)carbon chain optionally substituted by halogen, 



- a straight- or branched (C6-2o)alkenyloxy, 

- phenylalkoxy, halophenylalkoxy, phenylalkoxyalkyl, phenoxyalkoxy or phenoxyalkyl, 

- cycloalkylalkyl substituted by C^oalkyl, 

- heteroarylalkyl substituted by C^ao&lkyl, 

- heterocyclic C^oalkyl or 

- heterocyclic alkyl substituted by C^oalkyl, 
and wherein 

the alkyl moiety may have 

- in the carbon chain, a bond or a heteroatom selected from a double bond, a triple bond, O, S, 
sulfinyl, sulfonyl, or NR$, wherein is a defined above, and 

- as a substituent alkoxy, alkenyloxy, alkynyloxy, aralkyloxy, acyl, alkylamino, alkyithio, 
acylamino, alkoxycarbonyl, alkoxycarbonylamino, acyloxy, alkylcarbamoyl, nitro, halogen, 
amino, hydroxy or carboxy, and 

each of R 2 , R3, R4 and R 5 , independently, is H, CUalkyl or acyl; 
a compound of formula II 



CH 2 OR' 2 

wherein m is 1 to 9 and each of R7, R3, R'4 and R'5, independently, is H, alkyl or acyl, a 
compound of formula III 



Ri is 



a straight- or branched (C 6 -2o)alkoxy chain optionally substituted by halogen, 




II 




(CH 2 ) m .OR't 
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wherein W is H; Chalky!, C^alkenyl or C^alkynyl; unsubstituted or by OH substituted phenyl; 
R n 4 0(CH 2 )n; or C|. 6 alkyl substituted by 1 to 3 substituents selected from the group consisting of 
halogen, C3.scycIoalkyl, phenyl and phenyl substituted by OH; 

X is H or unsubstituted or substituted straight chain alkyl having a number p of carbon atoms or 
unsubstituted or substituted straight chain alkoxy having a number (p-1) of carbon atoms, e.g. 
substituted by 1 to 3 substituents selected from the group consisting of Ci^alkyl, OH, Ci^alkoxy, 
acyloxy, amino, Ci^alkylamino, acylamino, oxo, halod^alkyl, halogen, unsubstituted phenyl 
and phenyl substituted by 1 to 3 substituents selected from the group consisting of Ci^alkyl, OH, 
Ci^alkoxy, acyl, acyloxy, amino, Ci^alkylamino, acylamino, haloCi^alkyl and halogen; Y is H, 
Chalky), OH, C^alkoxy, acyl, acyloxy, amino, C^alkylamino, acylamino, haloCi^alkyl or 
halogen, Z 2 is a single bond or a straight chain alkylene having a number or carbon atoms of q, 
each of p and q, independently, is an integer of 1 to 20, with the proviso of 6<p+q<23, m' is 1, 2 
or 3, n is 2 or 3, 

each of R"i, R u 2 , R M 3 and R" 4 , independently, is H, C M alkyl or acyl; 
a compound of formula tVa or IVb 

f J. CH,R„ 

(R 2 J 2 N-C-CH 2 «X a P— O (R 2a ) 2 N-C-CH 2 -X— P=0 



I 



CH, «■ - R 1b 

or | 2 




(CH 2 ) ? CH 3 |Va 




IVb 



wherein X a is O, S, NRi s or a group -(CH 2 ) na -, which group is unsubstituted or substituted by 1 to 
4 halogen; n a is 1 or 2, R !s is H or (C M )alkyl, which alkyl is unsubstituted or substituted by 
halogen; R u is H, OH, (d^alkyl or 0(Ci-4)alkyl wherein alkyl is unsubstituted or substituted by 
1 to 3 halogen; R, b is H, OH or (Cm) aIk y'> wherein alkyl is unsubstituted or substituted by 
halogen; each R 2a is independently selected from H or(C M )alkyl, which alkyl is unsubstituted or 
substituted by halogen; R 3a is H, OH, halogen or 0(Cu)alkyl wherein alkyl is unsubstituted or 
substituted by halogen; and R 3b is H, OH, halogen, (C M )alkyl wherein alkyl is unsubstituted or 
substituted by hydroxy, or 0(Ci-4)alkyl wherein alkyl is unsubstituted or substituted by halogen; 
Y 0 is -CH 2 -, -C(O)-, -CH(OH)-, -C(=NOH)-, 0 or S, and R^a is (C 4 -i4)alkyl or (C 4 -i4)alkenyl; and 

a compound of formula V 
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R. 



"le 



(CH 2 )m c -X c R 2c V 



wherein 

m c is 1,2 or 3; 

X c is O or a direct bond; 

Ric is H; Cl-6alkyl optionally substituted by OH, acyl, halogen, C3-10cycloalkyl, phenyl or 
hydroxy-phenylene; C2-6alkenyl; C2-6alkynyl; or phenyl optionally substituted by OH; 
R2c is 



wherein Rs c is H or Cj^alkyl optionally substituted by 1, 2 or 3 halogen atoms, and Rs c is 
H or C M alkyl optionally substituted by halogen; 
each of R^ and R40 independently, is H, Chalky! optionally substituted by halogen, or acyl, 



Rc is Ci3_2oalkyl which may optionally have in the chain an oxygen atom and which may 
optionally be substituted by nitro, halogen, amino, hydroxy or carboxy; or a residue of 
formula (a) 



wherein R 7c is H, CMalkyl or C^alkoxy, and R$ c is substituted C|.2oalkanoyl, phenylCi. 

ualkyl wherein the C M4 alkyl is optionally substituted by halogen or OH, cycloalkylCj. 

i 4 a!koxy or phenylCi-ualkoxy wherein the cycloalkyl or phenyl ring is optionally 

substituted by halogen, Chalky! and/or Ci^alkoxy, phenylCi-ualkoxy-Ci.Malkyl, 

phenoxyCi-i4alkoxy or phenpxyCi. ualkyl, 
Rc being also a reside of formula (a) wherein R« c is Ci.] 4 alkoxy when R] C is CMalkyl, C2- 

ealkenyl or C2^alkynyl, 
or a compound of formula VI 




and 




(a) 




VI 



wherein 
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n x is 2, 3 or 4 

R !x is H; C^alkyl optionally substituted by OH, acyl, halogen, cycloalkyl, phenyl or 

hydroxy-phenylene; C 2 ^alkenyl; C2^alkynyl; or phenyl optionally substituted by OH; 
R 2x is H 5 Chalky 1 or acyl 

each of R 3x and R4 X , independently, is H, C M alkyl optionally substituted by halogen or acyl, 
R 5x is H, C M alkyl or Ci-4alkoxy, and 

R<$x is Ci.2oalkanoyl substituted by cycloalkyl; cyloalkylCi.ualkoxy wherein the cycloalkyl 
ring is optionally substituted by halogen, C M alkyl and/or C M alkoxy; phenylC M4 alkoxy 
wherein the phenyl ring is optionally substituted by halogen, CMalkyl and/or C M alkoxy, 

R* x being also C 4 .ualkoxy when R jx is C 2 -4alkyl substituted by OH, pohtvloxv pentvloxy or 
hexyloxy when R] X is Ci^akyl, 

provided that R$ x is other than phenyl-butylenoxy when either R 5x is H or R) X is methyl, or a 

pharmaceutical^ acceptable salt thereof. 

Claim 9. (Withdrawn) The pharmaceutical combination of claim 5, wherein the S IP receptor 
agonist is selected from a compound of formula I 



CH 2 OR 3 



R 4 R 5 N- 



-CH 2 OR 2 



*1 



wherein Ri is a straight- or branched (C|2-22)carbon chain 

- which may have in the chain a bond or a hetero atom selected from a double bond, a triple 
bond, O, S, NR^, wherein R* is H, alkyl, aralkyi, acyl or alkoxycarbonyl, and carbonyl, 
and/or 

- which may have as a substituent alkoxy, alkenyloxy, alkynyloxy, aralkyloxy, acyl, 
alkylamino, alkylthio, acylamino, : alkoxycarbonyl, alkoxycarbonylamino, acyloxy, 
alkylcarbamoyl, nitro, halogen, amino* hydroxyimino, hydroxy or carboxyj or 

Ri is 

- a phenylalkyl wherein alkyl is a straight- or branched (C6-2o)carbon chain or 

- a phenylalkyl wherein alkyl is a straight- or branched (Ci_3o)carbon chain wherein said 
phenylalkyl is substituted by 

- a straight- or branched (C6- 2 o)carbon chain optionally substituted by halogen, 

- a straight- or branched (CMalkoxy chain optionally substituted by halogen, 

- a straight- or branched (C6-2o)alkenyloxy, 

- phcnylalkoxy, halophenylalkoxy, phenylalkoxyalkyl, phenoxyalkoxy or phenoxyalkyl, 
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- cycloalfcylalkyl substituted by C^oalkyl, 

- heteroarylalkyl substituted by C^oalkyl, 

- heterocyclic C<s-2oaIkyl or 

- heterocyclic alkyl substituted by C^oalkyl, 
and wherein 

the alky I moiety may have 

- in the carbon chain, a bond or a heteroatom selected from a double bond, a triple bond, O, S, 
sulfinyl, sulfonyl, or NR$, wherein is a defined above, and 

- as a substituent alkoxy, alkenyloxy, alkyny loxy, aralkyloxy, acyl, alkylamino, alkylthio, 
acylamino, alkoxycarbonyl, alkoxycarbonylamino, acyloxy, alkylcarbamoyl, nitro, halogen, 
amino, hydroxy or carboxy, and 

each of R2, R3, R4 and R5, independently, is H, Ci^alkyl or acyl; 
a compound of formula II 



wherein m is 1 to 9 and each of R'2, R'3, R'4 and R'5, independently, is H, alkyl or acyl, a 
compound of formula III 



wherein W is H; C^alkyl, C^alkenyl or C 2 ^alkynyl; unsubstituted or by OH substituted phenyl; 
R n 4 0(CH2)n; or Chalky I substituted by 1 to 3 substituents selected from the group consisting of 
halogen, C 3 .gcycloaIkyl, phenyl and phenyl substituted by OH; 

X is H or unsubstituted or substituted straight chain alkyl having a number p of carbon atoms or 
unsubstituted or substituted straight chain alkoxy having a number (p-1) of carbon atoms, e.g. 
substituted by 1 to 3 substituents selected from the group consisting of Ci^alkyl, OH, Ci^alkoxy, 
acyloxy, amino, Ci^alkylamino, acylamino, oxo, haloCi^alkyl, halogen, unsubstituted phenyl 
and phenyl substituted by 1 to 3 substituents selected from the group consisting of Chalky!, OH, 
Ci^alkoxy, acyl, acyloxy, amino, Ci^alkylamino, acylamino, haloCj^alkyl and halogen; Y is H, 
Ci^alkyl, OH, Ci^alkoxy, acyl, acyloxy, amino, d ^alkylamino, acylamino, haloCi^alkyl or 
halogen, Z 2 is a single bond or a straight chain alkylene having a number or carbon atoms of q, 




CH,OR\ 



O 




(CH 2 ) m .OR'£ 
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each of p and q, independently, is an integer of 1 to 20, with the proviso of 6<p+q<23, m' is 1 , 2 
or 3, n is 2 or 3, 

each of R"i, R M 2, R M 3 and R" 4 , independently, is H, Chalky! or acyl; 
a compound of formula IVa or IVb 



(R,JjN-C-CH,-X,— P=0 




1b 



I T* 

(R 2a ) 2 N-C-CH 2 -X— P=0 



or 



(GH 2 ) 7 CH 3 



IVa 




Y -R 



4a 



IVb 



wherein X a is O, S, NR| S or a group -(GH 2 )na-, which group is unsubstituted or substituted by 1 to 
4 halogen; n a is 1 or 2, R, s is H or (Chalky!, which alky! is unsubstituted or substituted by 
halogen; R Ia is H, OH, (C M )alkyl or 0(Gtw»)alkyl wherein alkyl is unsubstituted or substituted by 
1 to 3 halogen; Rib is H, OH or (Cm) alkyl, wherein alkyl is unsubstituted or substituted by 
halogen; each R 2a is independently selected from H or (G M )alkyl, which alkyl is unsubstituted or 
substituted by halogen; R 3a is H, OH, halogen or 0(C M )alkyl wherein alkyl is unsubstituted or 
substituted by halogen; and R 3b is H, OH, halogen, (C M )alkyl wherein alkyl is unsubstituted or 
substituted by hydroxy, or 0(C M )alkyl wherein alkyl is unsubstituted or substituted by halogen; 
Y a is -CH 2 -, -C(O)-, -CH(OHK -C(=NOH>, O or S, and R4a is (C4.i4)alkyl or (C 4 .i4)alkenyl; and 



a compound of formula V 



R 4C R 3C N " 



1c 



-(CH 2 )m c -X c R 2c V 



wherein 

m c is 1, 2 or 3; 

X c is 0 or a direct bond; 

Ric is H; Cl-6alkyl optionally substituted by OH, acyl, halogen, C3-10cycloalkyl, phenyl or 
hydroxy-phenylcne; C2-6alkenyl; C2-6alkynyl; or phenyl optionally substituted by OH; 
R 2c is 
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wherein R 5c is H or Chalky! optionally substituted by 1, 2 or 3 halogen atoms, and is 
H of Ci^alkyl optionally substituted by halogen; 
each of R3 C and R40 independently, is H, Chalky! optionally substituted by halogen, or acyl, 



Rc is Ci3-2oalkyl which may optionally have in the chain an oxygen atom and which may 
optionally be substituted by nitro, halogen, amino, hydroxy or carboxy; or a residue of 
formula (a) 



wherein R 7c is H, Chalky! or C M alkoxy, and R$ c is substituted C|. 2 oalkanoyl, phenylCi. 

!4 alkyl wherein the Gi-walkyl is optionally substituted by halogen or OH, cycloalkylCi. 

ualkoxy or phenylCj-ualkoxy wherein the cycloalkyl or phenyl ring is optionally 

substituted by halogen, Chalky! and/or Ci^alkoxy, phenylCi-ualkoxy-Ci.ualkyl, 

phenoxyCi.| 4 alkoxy or phenoxyCi-j 4 alkyl, 
Rc being also a reside of formula (a) wherein Rg c is Ci-i 4 alkoxy when Rj c is Ci^alkyl, C2- 

ealkenyl or C2-*alkynyl, 
or a compound of formula VI 



wherein 

n x is 2, 3 or 4 

Ri x is H; Ci^alkyl optionally substituted by OH, acyl, halogen, cycloalkyl, phenyl or 

hydroxy-phenylene; C 2 ^alkenyl; C 2 -6alkynyl; or phenyl optionally substituted by OH; 
R2x is H, C M alkyl or acyl 

each of R 3x and R4 X , independently, is H, C M alkyl optionally substituted by halogen or acyl, 
R 5x is H, Chalky! or C M alkoxy, and 

R&c is Ci.2oalkanoyl substituted by cycloalkyl; cyloalkylCi.^alkoxy wherein the cycloalkyl 
ring is optionally substituted by halogen, CMalkyl and/or Ci^alkoxy; phenyld.ualkoxy 
wherein the phenyl ring is optionally substituted by halogen, CMalkyl and/or C M aIkoxy, 



and 





Ft 



VI 
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Rax being also d-ualkoxy when R !x is C 2i4 alkyl substituted by OH, p e htyloxy pentvloxv or 

hexyloxy when R lx is Ci^akyl, 
provided that R6x is other than phenyl-butylenoxy when either R 5x is H or R, x is methyl, or a 
pharmaceutical^ acceptable salt thereof. 

Claim 10. (Previously Presented) The method of claim 6, wherein the SI P receptor agonist is 
selected from a compound of formula I 



R 4 R 5 N- 



CH 2 GR 3 
CH 2 GR 2 

*1 



I 



wherein Ri is a straight- or branched (Ci2«22)carbon chain 

- which may have in the chain a bond or a hetero atom selected from a doubie bond, a triple 
bond, O, S, NR 6 , wherein R6 is H, alkyl, aralkyl, acyl or alkoxycarbonyl, and carbonyl, 
and/or 

- which may have as a substituent alkoxy, alkenyloxy, alkynyioxy, araikyloxy, acyl, 
alkylamino, alkylthio, acylamino, alkoxycarbonyl, alkoxycarbonylamino, acyloxy, 
alkylcarbamoyl, nitro, halogen, amino, hydroxyimino, hydroxy or carboxy; or 

Ri is 

- a phenylalkyl wherein alkyl is a straight- or branched (C^2o)carbon chain or 

- a phenylalkyl wherein alkyl is a straight- or branched (C|. 3 o)carbon chain wherein said 
phenylalkyl is substituted by 

- a straight- or branched (C6.2o)carbon chain optionally substituted by halogen, 

- a straight- or branched (C6-2o)alkoxy chain optionally substituted by halogen, 

- a straight- or branched (C 6 . 2 o)alkenyloxy, 

- phenylalkoxy, halophenylaikoxy, phenylalkoxyalkyl, phenoxyalkoxy or phenoxyaikyl, 

- cycloalkylalkyl substituted by C^oalkyl, 

- heteroarylalkyl substituted by C 6 -2oalkyl, 

- heterocyclic C^oalkyl or 

- heterocyclic alkyl substituted by C^oalkyl, 
and wherein 

the alkyl moiety may have 

- in the carbon chain, a bond or a heteroatom selected from a double bond, a triple bond, 0, S, 
sulfinyl, sulfonyl, or NR*, wherein R6 is a defined above, and 
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- as a substituent alkoxy, alkenyloxy, alkynyloxy, aralkyloxy, acyl, alkylamino, alkylthio, 
acylamino, alkoxycarbonyl, alkoxycarbonylamino, acyloxy, alkylcarbamoyl, nitro, halogen, 
amino, hydroxy or carboxy, and 

each of R 2 , R3, R4 and R 5 , independently, is H, Cualkyl or acyl; 

a compound of formula II 



CH 2 OR' 2 

wherein m is 1 to 9 and each of R'2, R'3, R'4 and R*5, independently, is H, alkyl or acyl, a 
compound of formula III 



wherein W is H; Ci^alkyl, C 2 . 6 alkenyl or C 2 . 6 alkynyl; unsubstituted or by OH substituted phenyl; 
R M 4 0(CH2)n; or Q^alkyl substituted by 1 to 3 substituents selected from the group consisting of 
halogen, C 3 .8cycloalkyl, phenyl and phenyl substituted by OH; 

X is H or unsubstituted or substituted straight chain alkyl having a number p of carbon atoms or 
unsubstituted or subst ituted straight chain alkoxy having a number (p-1) of carbon atoms, e.g. 
substituted by 1 to 3 substituents selected from the group consisting of d-ealkyl, OH, C^alkoxy, 
acyloxy, amino, C^alkylamino, acylamino, oxo, haloC^alkyl, halogen, unsubstituted phenyl 
and phenyl substituted by 1 to 3 substituents selected from the group consisting of Ci^alkyl, OH, 
Ci^alkoxy, acyl, acyloxy, amino, Ci^alkylamino, acylamino, haloG^alkyl and halogen; Y is H, 
Chalky], OH, Ci^alkoxy, acyl, acyloxy, amino, C^alkylamino, acylamino, haloC^alkyl or 
halogen, Z 2 is a single bond or a straight chain alkylene having a number or carbon atoms of q, 
each of p and q, independently, is an integer of 1 to 20, with the proviso of 6<p+q<23, irT is 1 , 2 
or 3, n is 2 or 3, 

each of K\ R n 2, R M 3 and R" 4 , independently, is H, C M alkyl or acyl; 
a compound of formula IVa or IVb 




II 




III 
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9 H 2 R 3a 



CH 2 R 3b 



(R 2a ) 2 N-C-CH 2 -X a — P=0 



i la 




Mb 



(R 2a ) 2 N-C-CH 2 -X— P=0 
R, 



or 



(CH 2 ) 7 CH 3 |Va 




Mb 



IVb 



wherein X a is 0, S, NR )S or a group -(CH 2 ) na -, which group is unsubstituted or substituted by 1 to 
4 halogen; n a is 1 or 2, R Js is H or (Chalky I, which alkyl is unsubstituted or substituted by 
halogen; Ria is H, OH, (C M )alkyl or 0(C M )alkyl wherein alkyl is unsubstituted or substituted by 
1 to 3 halogen; R, b is H, OH or (Cm) alkyl, wherein alkyl is unsubstituted or substituted by 
halogen; each R 2a is independently selected from H or (C M )alkyl, which alkyl is unsubstituted or 
substituted by halogen; R 3a is H, OH, halogen or Q(C M )alkyl wherein alkyl is unsubstituted or 
substituted by halogen; and R 3b is H, OH, halogen, (Chalky 1 wherein alkyl is unsubstituted or 
substituted by hydroxy, or 0(C|-4)alkyl wherein alkyl is unsubstituted or substituted by halogen; 
Y a is -CH 2 -, -C(0)-, -CH(OH)-, -C(=NOH)-, O or S, and R^. is (C 4 .i4)alkyl or (C^alkenyl; and 

a compound of formula V 



-(CH 2 )m c -X c R 2c V 



wherein 

m c is 1,2 or 3; 

X c is O or a direct bond; 

Ric is H; Cl-6alkyl optionally substituted by OH, acyl, halogen, C3-10cycloalkyl, phenyl or 
hydroxy-phenylehe; C2-6alkenyl; C2-6alkynyl; or phenyl optionally substituted by OH; 
R 2c is 

_P C OR 5c 

II OR,. 
O 

wherein R 5c is H or C M alkyl optionally substituted by 1, 2 or 3 halogen atoms, and is 
H or Ci^alkyl optionally substituted by halogen; 
each of R 3c and R40 independently, is H, C M alkyl optionally substituted by halogen, or acyl, 

-16- 



and 

R c is Cn.2oaIkyl which may optionally have in the chain an oxygen atom and which may 
optionally be substituted by nitro, halogen, amino, hydroxy or carboxy; or a residue of 



wherein R? c is H, Cualkyt or C !:4 alkoxy, and R 8c is substituted C|. 2 oalkanoyl, phenylCi. 
14 alkyl wherein the C M4 alkyl is optionally substituted by halogen or OH, cycloalkyld- 
ualkoxy or phenylCi-nalkoxy wherein the cycloalkyl or phenyl ring is optionally 
substituted by halogen, C M aIkyl and/or C M alkoxy, phenylCi^alkoxy-Ct.ualkyl, 
phenoxyCi.ualkoxy or phenoxyCt.ualkyl, 

Rc being also a reside of formula (a) wherein R« c is C|.i 4 alkoxy when R ic is Cualkyl, C 2 . 
6 alkenyl or C 2 -6alkynyI, 

or a compound of formula VI 



wherein 

n x is 2, 3 or 4 

Rix is H; Cualkyl optionally substituted by OH, acyl, halogen, cycloalkyl, phenyl or 

hydroxy-phenylene; C 2 ^alkenyl; C^alkynyl; or phenyl optionally substituted by OH; 
R 2x is H, G i -4alky 1 or acyl 

each of R 3x and R4x» independently, is H, C M alkyl optionally substituted by halogen or acyl, 
R 5x is H, C^alkyl or C M alkoxy, and 

R* x is C,- 20 alkanoyl substituted by cycloalkyl; cyloalkylCi-i 4 aIkoxy wherein the cycloalkyl 
ring is optionally substituted by halogen, Cualkyl arid/or Caalkoxy; phenylC M4 a!koxy 
wherein the phenyl ring is optionally substituted by halogen, C M alkyl and/or C M alkoxy, 

R 6x being also C 4 . l4 alkoxy when R, x is Cualkyl substituted by OH, p c htyloxy pentyloxy or 
hexyloxy when R !x is C^akyl, 

provided that R* x is other than phenyl-butylenoxy when either R 5x is H or R jx is methyl, or a 

pharmaceutical^ acceptable salt thereof. 



formula (a) 




(a) 




VI 
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